1/26 



80-. 




0 3* 30 300 3000 
bleomycin (|jg/ml) 

Co" 80-j 




0 1* 10* 100 1000 
methotrexate (yg/mi) 




cisptatin (pg/ml) 




0 2 t 5* 25 250 2500 
5-fluoro uracil (pg/ml) 




0 0,01 0,1* 1 * 10 
mitomycin (pg/ml) 



— _t — HepG2 wtp53 

— ■ — AGS wtp53 
— •— HS746T wtp53 

^ MCF-7 wtp53 

— o — Hep3B -/-p53 

— o — Huh7 mtp53 

— A — HT29 mt p53 



Fig. 1 



2/26 




"5 icr io 3 io J icr* io a ~~o icT io 3 iff 1 10 7 



1x (pg/mi) 2x (pg/rrt) 




o 1b 4 iff 1 10 2 iff 1 10 s io' o 10 1 icr io 1 io J 10' i& 
1x (pg/M) ix (M9ftnl) 



Fig. 2 



3/26 




Fig. 3 
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Fig. 5 
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Fig. 7 



GATCCCGCTGGGCAGGCGGGGCAGCTCCGGCGCTCCTCGGAGACCACTGCGCTCCACGTT 

_ + + , +, + + 

CTAGGGCGACCCGTCCGCCCCGTCGAG GCCGCGAGGAGCCTCTGGT GACGCGAGGTGCAA 

GAGGTGGGCGTGGGGGGCGGACAGGAATTGAAGCGGAAGTCTGGGAAGCTTTAGGGTCGC 

+ +_ + + + + 

CTCCACCCGCACCCCCCGCCTGTCCTTAACTTCGCCTTCAGACCCTTCGAAATCCCAGCG 



< 4.P53-SE > 

(intron) 

T GG AGG GGG ACC CCGGT T GG AGAGAG G AGO GG AACT C C TGGACAAGCCCTGACAAGCCAA 

12 i + * + + + + 180 

ACCTCCCCCTGGGGCCAACCTCTCTCCTCGCCTTGAGGACCTGTTCGGGACTGTTCGGTT 



GCCAAAGGTCCGCTCCGGCGCGGGTGGGTGAGTGCGCGCCGCCCCGCGGGGGCGGGGAGA 

+ _ + + + + + 2 

CGGTTTCCAGGCGAGGCCGCGCCCACCCACTCACGCGCGGCGGGGCGCCCCCGCCCCTCT 

GAGCCT AC AGCCTTCAG AACACATATTGCT CATTTT CT GGCAGTTCTCAGACGTAGGAAA 

„.„_ + + „— — + — — + +- — + 2 

CTCGGATGTCGGAAGTCTTGTGTATAACGAGTAAAAGACCGTCAAGAGTCTGCATCCTTT 

TAAGTCAGCACCGAAGCAGTGGTTAAGCCGGAGGGCTCGGAAGAACGGCACCTTTTCTTT 

+ + + + + + : 

ATTCAGTCGTGGCTTCGTCACCAATTCGGCCTCCCGAGCCTTCTTGCCGTGGAAAAGAAA 

CTCGAAAAAGTTATATGGGGGCTGAATGAGCTTCTGGAGGCTTGTTTACCGTTTTTTATT 

. +— > + + + ' 

GAGCTTTTTCAATATACCCCCGACTTACTCGAAGACCTCCGAACAAATGGCAAAAAATAA 

GTCACACAGAAAAGGAAACTGCCTTGTCTCCCTTCCGGGAATTCTCTCTTTAAGACTGTA 

+ + + + + + 

CAGTGTGTCTTTTCCTTTGACGGAACAGAGGGAAGGCCCTTAAGAGAGAAATTCTGACAT 

AGTCGCTGCCTGAGTGGTTTCATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCTTCTTTTG 

-+ + + + + + 

T C AGC GAC GG AC T C ACC AAAG T AAAACAAAAC AAAAAGACGGG AAGAGAAAG AAG AAAAC 

CCCTTTCTTAGCTTGCACTCCCATGGTGATTTCTGCTTGGTCTCCTGCTGGGGTTGGTGG 

+ + + + + + 

GGGAAAGAATCGAACGTGAGGGTACCACTAAAGACGAACCAGAGGACGACCCCAACCACC 

TACTCGTTCCCACCGCACAGAACCCGGCGCCTATTATTGGCCAAGAAACTTGAGCAGCCT 

L + + — + + + + 

ATGAGCAAGGGTGGCGTGTCTTGGGCCGCGGATAATAACCGGTTCTTTGAACTCGTCGGA 

GTTTTGAAAAGTCCCTCGCTCAGAAATGCCAGCTTGCAGATGGCTAATCAAAGAGACGTG 

L + --"+ + + + + 

CAAAACTTTTCAGGGAGCGAGTCTTTACGGTCGAACGTCTACCGATTAGTTTCTCTGCAC 
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Fig. 8 



2 nd half of the 

2.p53-BE 

(promoter) 

AGCTTTTTTGGCTACATTTTTTTATTTGTAAAG 

448 — + + + + 480 

TCGAAAAAACCGAT GTAAAAAAATAAACATT T C 

TAAGTTT^TJUVTCACTCATCT»CTGGGCTMiUlTGATAAGTATTAAGTAAGGAA.GATC 

481 +- + + + + + 540 

AT TCAAATTATTAGTGAGTAGAGTGACCCGATAT TACTATTCATAATTCATT CCT TCTAG 



CACATATGTGAGTTGCTGGCTTATAATTCACACTCAAGAGATACTGATTTTGTCAATTGT 

_ + + + + + + € 

GTGTATACACTCAACGACCGAATATTAAGTGTGAGTTCTCTATGAGTAAAACAGTTAACA 

CCTTTCCCCTTTTTTTCTCTCTTCCCTCCTTCCATTCCTTCTTCCCTTACCTCTCCTTTC 

+ + + + + + 6 

GGAAAG GGGAAAAAAkGAGAGAAGGGAGGAAGGTAAGGAAGAAGGGAAT GGAGAGGAAAG 

CTTCCCTCACACCCCTTTTCCTTCCTTCTTTTTACATTTTTTTATTTAAATGAACTTTTC 

— , — I -«._«™^. — — — «—+ "i 

GAAGGGAGTGT GGGGAAAAGGAAGGAAGAAAAAT G T AAAAAAATAAAT T T ACTT GAAAAG 

ATTTTGGAATAGTTTTAGGATTTCAAAAAATTTGCAGAGATAATACAGAGAATGC C CATA ^ 
TAAAACCTTATCAAAATCCTAAAG TT T TT TAAACGT CTCTATTATGTCTC T TACGGGTAT 

TACCATCCTCCTTATCCCACTTCTTTTTGTGTCTATTAGATGCTCAGAGTGTGTGCACAA 

.„__-—-+ + + + — +- + 1 

AT GGT AGGAGGAA.T AGGGT GAAGAAAAACACAGAT AAT CT AC GAGTCT CACACACGT GT T 

GGCTGGCACGCCCAGGGTCTTCCTCATGGCACTAACAGTCTACTGAAAGGTGGAACAGAG 

h + „_ - + h + 

CCGACCGTGCGGGTCCCAGAAGGAGTACCGTGA.TTGTCAGATGACTTTCCACCTTGTCTC 

ACAAGCCTATCAACACCT ACAAGACT G GTGGT AAGT GCAG T GACAGAT GCAAAACACAGG 
+ „ + + + + + 

TGTTCGGATAGTTGTGGATGTTCTGACCACCATTCACGTCACTGTCTACGTTTTGTGTCC 

G T GATGGAAAGCCCTCAGGAGGGTAACCTAACCT AGAT TTGAGGGCC CAAACAGGCTCCA 

L — + _- + — - + + + 

CACTACCTTTCGGGAGTCCTCCCATTGGATTGGATCTAAACTCCCGGGTTTGTCCGAGGT 

GAAGAAAATGTCAAC TGAGAGGAAGCC T GAAGGAT GAACAG T GGGC TAAG CAAAGGG T T A 

L — + + + + + + 

CT^CTTTXACAGTTGACTCTCCTTCGGACTTCCTACTTGTCACCCGATTCGTTTCCCAAT 
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Fig . 8 (cont'd I) 

TTAATGTGTTATTAATGGGTTGAATCT^TTGGGAAGGGAGAGAGGTTGCAGAGTGAGGT 

1081 + + +« + + + 1140 

AATTACACAATAATTACCOU^TT^^ 

GCAGAGCTTGGTGGACGATGCCAAAGGAATACTGAAACCTTTAGTGTGTCCAGTCTGGAA 

1141 + + + + + + 1200 

CGTCTCGAACCACCTGCTACGGTTTCCTTATGACTTTGGAAATCACACAGGTCAGACCTT 

CTGCATCCAAATTCAGGTTC^GXAATGATGTC ATTATCCAAACATACCT TCT GTAAAAT T 

1201 + — + + + + + 1260 

GACGTAGGTTTAAGTCCAAGTCATTACTACAGTAAfAGGTTTGTATGGAAGACATTTTAA 

< 3.p53-B£ — 

(promoter) 

CATGCTAAACTACCTAAGAGCTATCTACCGTTCCAAAGCAATM 

1261 + + + -+ -+ 1320 

GTACGATTTGATGt^TTCTCGATA^ 

TCACCAGAGCACGAAAGMTTACAAGATTTTTTTTTAAAGAAAATTGGCCAGGAAATAAT 

1321 + + + + + + 1380 

AGTGGTCTCGTGCTTTCTTAATGTTCTAAAAAAAAATTTCTTTTAACCGGTCCTTTATTA 

GAGTAACGAAGGACAGGAAGTAATTGTGAATGTTTAATATAGCTGGGGCTATGCGATTTG 

1381 . + + + + + 4- 1440 

C TCATTGCTTCCTGTCCTTCAT TAACACTTACAAATT ATATCGACCCCGATACGCTAAAC 

GCTTAAGTTGTTAGCTTTGTTTTCCTCTTGAGAAATAAAAACTAAGGGGCCCTCCCTTTT 

1441 + + + + + + 1500 

CGMTTCAACAATCGAAACAAAAGGAGAACTCTT^ 

CAGAGCCCTATGGCGCAACATCTGTACTTTTTCATATGGTTAACTGTCCATTCCAGGAAC 

1501 + + + + + 1560 

GTCTCGGGATACCGCGTTGTAGACATGAAAAAGTATACCAATTGACAGGTAAGGTCCTTG 

GTCTGTGAGCCTCTCATGTTGCAGCCACAACATGGACAGCCCAGTCAAATGCCCCGCAAG 

1561 + + + + + + I 620 

O^C^TCGGAGS^TACAACGTCGGTGTTGTACCTGTCGGGTCAGTTTACGGGGCGTTC 

TCTTTCTCTGAGTGACTCCAGCAATTAGCCAAGGCTCCTGTACCCAGGCAGGACCTCTGC 

1€2 i + + + + + 1680 

AGAAAGAGACTCACTGAGGTCGTTAATCGGTTCCGAGGACATGGGTCCGTCCTGGAGACG 

GCTCTGAGCTCCATTCTCCTTCAAGACCTCCCCAACTTCCCAGGTTGAACTACAGCAGAA 

1681 - + + + + + + 1740 

CGAGACTCGAGGTAAGAGGAAGTTCTGGAGGGGTTGAAGGGTCCAACTTGATGTCGTCTT 

GCCTTTAGAAAGGGCAGGAGGCCGGCTCTCGAGGTCCTCACCTGAAGTGAGCATGCCAGC 

1741 - + + + + + + 1800 

CGGAAATCTTTCCCGTCCTCCGGCCGAGAGCTCCAGGAGTGGACTTCACTCGTACGGTCG 

CACTGCAGGAACGCCCCGGGACAGGAATGCCCATTTGTGCAACGAACCCTGACTCCTTCC 

180 l — + + + +« + + I860 

GTGACGTCCTTGCGGGGCCCTGTCCTTACGGGTAAACACGTTGCTTGGGACTGAGGAAGG 

TCACCCTGACTTCTCCCCCTCCCTACCCGCGCGCAGGCCAAGTTGCTGAATCAATGGAGC 

1 861 . + + + + -+ + 1920 

AGTGGGACTGAAGAGGGGGAGGGATGGGCGCGCGTCCGGTTCAACGACTTAGTTACCTCG 
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Fig. 8 (cont'd II) 



CCTCCCCAACCCGGGCGTTCCCCAGCGAGGCTTCCTTCCCATCCTCCTGACCACCGGGGC 

1921 + + + +- + + 1980 

GGAGGGGTTGGGCCCGCAAGGGGTCGCTCCGAAGGAAGGGTAGGAGGMTGGTGGCCCCG 

TTTTCGTGAGCTCGTCTCTGATCTCGCGCM^ 

1981 + + + + + + 2040 

AAAAGCACTCGAGCAGAGACTAGAGCGCGTTCTCACT^ 

CTGGGGAGTGAGGGAAGCGGTTTACGAGTGACTTGGCTGGAGCCTCAGGGGCGGGCACTG 

2041 — — + + + + + + 2100 

GACCCCTCACTCCCTTCGCCAAATGCTCACTGAACCGACCTCGGAGTCCCCGCCCGTGAC 

GCACGGAACACACCCTGAGGCCAGCCCTGGCTGCCCAGGCGGAGCTGCCTCTTCTCCCGC 

2101 ■ + + " + + + + 2160 

CGTGCCTTGTGTGGGACTCCGGTCGGGACCGACGGGTCCGCCTCGACGGAGAAGMGGCG 

GGACATGTACAGAGCTCGAGAAGTACTAGTGGCCACGTGGGCCGTGCACCTTAAGCTTTA 

2161 + + + + + 2220 

CCTGTACATGTCTCGAGCTCT1CATGATCACCGGTGCACCCGGCACGTGGAATTCGAAAT 



<r 4.p53-BB~ 

(intron) 



GGGTCGCTGGAGGGG(^CCCCGGTTGGAGAGAGGAGCGGAACTCCTGGACAAGCCCTGAC 

2221 -< — ~+ + + — 4-- + 2280 

CCCAGCGACCTCCCCCTGGGGCCAACCTCTCTCCTCGCCTTGAGGACCTGOTCGGGACTG 

^ 

AAGCCAAGCCAAAGGTCCGCTCCGGCGCGGGTGGGTGAGTGCGCGCCGCCCCGCGGGGGC 

2281 + + * + + + 234° 

TTCGGTTCGGTTTCCAGGCGAGGCCGCGCCCACCCACTCACGCGCGGCGGGGCGCCCCCG 

GGGGAGAGAGCCTGCAGCCT T CAGAACAGATAT TGCTCAT T T T C TGGCAG T TC TCAGACG 

2341 - + + + +■ + + 2400 

CCCCTCTCTCGGACGTCGGAAGTCTTGTCTATAACGAGTAAAAGACCGTCAAGAGTCTGC 

TAGGAAATAAGT CAGCACCGAAGCAGT GGT TAAGCCGGAGGGCT CGGAAGAACG GCACCT 

2401 • + + + + + + 2460 

ATCCTTTATTCAGTCGTGGCTTCGTCACCAATTCGGCCTCCCGAGCCTTCTTGCCGTGGA 

TTTCTTTCTCGAAAAAGTTATATGGGGGCTGAATGAGCTTCTGGAGGCTTGTTTACCGTT 

2461 + + — + + + + 2520 

AAAGAAAGAGCTTTTTCAATATACCCCCGACTTACTCGAAGACCTCCGAACAAATGGCAA 

TTTTATTGTCACACAGAAAAGGAAACTGCCTTGTCTCCCTTCCGGGAATTCTCTCTTTAA 

2521 + + + + + + 2580 

AAAATAACAGT GTGT CT TTTC CTT TGACGGAACAGAG GGAAGGCCCT TAAGAGAGAAAT T 

GACTGTAAGTCGCTGCCTGAGTGGTTTCATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCT 

2581 + + + + + + 2640 

CTGACATTCAGCGACGGACTCACCAAAGTAAA^ 

TCTTTTGCCCTTTCTTAGCTTGCACTCCCATGGTGATTXCTGCTTGGTCTCCTGCTGGGG 

2641 — + + + + + + 2700 

AGAAAAGGGGAAAGAATCGAACGTGAGGGTACCACTAAAGACGAACCAGAGGACGACCCC 
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Fig. 8 (cont'd ill) 



TTGGTGGTACTCGTTCCCACCGCACAG^CCCGGCGCCTATTATTGGCCAAGMACTTGA 

2701 ■ + + + 1 + + 2760 

AACCACC&TGAGC^GGGTGGCGTGTCTTGGGCCGCGG^ 

GCAGCCTGTTTTGAAAAGTCCCTCGCTCAGAAAT GCCAGCT TGCAGATGGCTAATCAAAG 

2761 + + + + + + 2820 

CGTCGGACAAAACTTTTCAGGGAGCGAGTCTTTACGGTCGAACGTCTACCGATTAGTTTC 

AGACGTG 

2821 2827 

TCTGCAC 
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Fig, 9 



< I.p53-BE « 



TGAGGACTCTCAGGAATMGCTGGTAAAMA 

1 + + + + + + 60 

ACTCCTGAGAGTCCTTATACGACCATTTTATTTTTATTGGAAATCTC1ACGGGTTTGACA. 

— > 

TTTCCCCAGAAGACCAGCATTCATTAGGTGT TCATTCAATAGAT TCTT CAAAGGATTCCA 
61 + + + + + + 12 o 

AAAGGGGTCTTGTGGTCGTAAGTAATCC^CAAGTAAGTTATCTAAGAAGTTTCCTAAGG^ 

AAGGCAAAGAAGTTTGGGGAACAGTAXATATAATTACCCAACCCTTTGACATTAGCATAC 

121 + — +- + + + + 180 

TTCCGTTTCTTCAAACCGCTTGTCATATATATTAATGGGTTGGGAAACTGTAATCGTATG 

TAAGGGCCCTGAGAAGTTTTGGATTAAGAAAGTTTTCAAATTAAAGTAACCCAGAATTTT 

181 + + +- + + + 240 

ATTCCCGGGACTCTTCAAAACCTAATTCTTTCAAAAGTTTAATTTCATTGGGTCTTAAAA 

CTAAGATTATTTGACCATGAAACATATGTCTCCCCACAAAGCACATATTCCTATCTCCTT 

241 + + + + + + 300 

GATTCTAATAAACTGGTACTTTGTATACAGAGGGGTGTTTCGTGTATAAGGATAGAGGAA 

GAACTTGAGGATAATTAGACGTACGTGGGTAGAGGGTAGGGGAAGGGGGTATGGCATAGA 

301 + + + + f* + 360 

CTTGAACTCCTATTAATCTGCATGCACCCATCTCCCATCCCCTTCCCCCATACCGTATCT 

AAGAGCAGGACCTTGGGAGCAAGAATATCTAAGTTTAATTCCTGACTCTGCTATTTATTA 

361 ■ + + + + t-+ + 420 

TTCTCGTCCTGGAACCCTCGTTCTTATAGATTCAAATTAAGGACTGAGACGATAAATAAT 

< 2-p53-BE > 

AC TAACCATCTTTGCCAATGTTGCTTAAGCTTTTTTGGCTACAT T TTTT TAT T TGTAAAG 

421 + + + + + + 460 

TGATTGGTAGAAACGGTTACAACGAATTO3AAAAAACCGATGTAAAAA 

TAAGT T TAATAATCACTCATC TCACTGGGCTATAAT GATAAGTATTAAGTAAGGAAGATC 

491 + 4 — + + + + 54 0 

AT TCAAATT ATTAGTGAGTAGAGTGACCCGATATTACTATTCATAAT TCATTCCTTCTAG 

CACATATGTGAGTTGCT GGCT T ATAATTCACACTCAAGAGATACTGATTTT GTCAATT GT 

541 + + + + + + 600 

GT GTATACACTCAACGACCGAAT AT TAAGTGTGAGT TCTCTATGACTAAAACAGT TAACA 

CCTTTCCCCTTTTTTTCTCTCTTCCCTCCTTCCATTCCTTCTTCCCTTACCTCTCCTTTC 

601 + — +- + + + + 660 

GGAAAGGGGAAAAAAAGAGAGAAGGGAGGAAGGTAAGGAAGAAGGGAATGGAGAGGAAAG 
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Fig. 9 (cont'd I) 



CTTCCCTCACACCCCTTTTCCTTCCTTCTTTTTACATTTTTTTATTTAAATGAACTTTTC 

661 + + + + + + 720 

GAAGGGAGTGTGGGGAAAAO^ 

ATTTTGGAATAGTTTTAGGATTTCAA?^^TTTGCAGAGATAATACAGAGAATGCCCATA 

721 + + + + + + 780 

TAAAACCT TATCAAAATCC TAAAGTTTTTTAAACGTCTCTATTATGTCTCTTACGGGTAT 

TACCATCCTCCTTATCCCACTTCTTTTTGTGTCTATTAGATGCTCA_GAGTGTGTGCACAA 

781 ■ + + + + + + 840 

ATGGTAGGAGGAATAGGGTGAAGAAAAACACAGATAATCTACGAGTCTCACACACGTGTT 

GGCXGGCACGCCCAGGGTCTTCCTCATGGCACTAACAGTCTACTGAAAGGTGGAACAGAG 

841 + + + + + + 900 

CCGACCGTGCGGGTCCCAGAAGGAGTACCGTGATTGTCAGATGACTTTCCACCTTGTCTC 

ACAAGC CT AT C AACACCTACAAGACTG GT GG TAAGT GCAG T GACAGAT GCAAAACACAGG 

901 + + + + + + 960 

TGTTCGGATAGTTGTGGATGTTCTGACCACCATTCACGTCACTGTCTACGTTTTGTGTCC 

GTGATGGAAAGCCCTCAGGAGGGTAACCTAACCTAGATTTGAGGGCCCAAACAGGCTCCA 

991 + + + + + + 1020 

CACTACCTTTCGGGAGTCCTCCCATTGGATTGGATCTAAACTCCCGGGTTTGTCCGAGGT 

GAAGAAAAT G T CAPiC T GAGAGGAA.GC C T GAAG GAT GAACAG T GGGC T AAGCAAAGG G T T A 

1021 • + + + + + + 1080 

CTTCTTTTACAGTTGACTCTCCTTCGGACTTCCTACTTGTCACCCGATTCGTTTCCCAAT 

TTAATGTGTTATTAATGGGTTGAATCTAATTGGGAAGGGAGAGAGGTTGCAGAGTGAGGT 

10SI + + + + + + 1140 

AATTAC^C^TAATTACCCAACTTAGATTAACCCTTCCCTCTCTCCAACGTCTCACTCCA 

GCAGAGCTTGGTGGACGATGCCAMGGAATACTGAAACCTTTAGTGTGTCCAGTCTGGAA 

1141 + + + + + + 1200 

CGTCTCGAACCACCTGCTACGGTTTCCTTATG?ICTTTGGAAATCACACAGGTCAGACCTT 

CTGCATCCAAATTCAGGTTCAGTAATGATGTCATTATCCAAACATACCTTCTGTAAAATT 

1201 + + + + + + 1260 

GACGTAGGT T TAAGTCCAAGTCATTACTACAGTAATAGGTTTGTATGGAAGACATTTTAA 

< 3*p53~B£ — 

CATGCTAAACXACCtAAGAGCTATCTACCGTTCCAAAGCAATAGTGACT TTGAACAGTGT 

1261 + + + + + + 1320 

GTACGATTT<^TOGATTCTCGMAGATGGCZAAGGTTTC G T TATCACTGAAACT TGT CACA 

TCACCAGAGCACGAAAGAATTACAAGATT TTTTTTTAAAGAAAAT TGGCCAGGAAATAAT 

1321 + + + + + 1380 

AGTGGTCTCGTGCTTTCTTAATGTTCTAAfiAAAAAATTTCTTTTAACCGGTCCTTTATTA 

GAGTAACGAAGGACAGGAAGTAAT T GTGAAT GTTTAATATAGCTGGGGCT ATGCGAT TT G 

1381 • + + + + + ■ + 1440 

CTCATTGCTTCCTGTCCTTCAT TAACACTTACAAATTATATCGACCCCGATACGC TAAAC 

GCTTAAGTTGTTAGCTTTGTTTTCCTCTTGAGAAATAAAAACTAAGGGGCCCTCCCTTTT 

1441 + + + + + + 1500 

CGAATTCAACAATCGAAACAAAAGGAGAACTCTTTATTTTTGATTCCCCGGGAGGGAAAA 

CAGAGCCCT ATGGCGCAACATCTGTACT T T TT CAT ATGGTTAACTGTCCATTCCAGGAAC 

1501 + -f + + + + 1560 

GTCTCGGGATACCGCGTTGTAGACATGAAAAAGTATACCAATTGACAGGTAAGGTCCTTG 
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GTCTGTGAGCCTCTCATGTTGCAGCCACAACATGGACAGCCCAGTCAAATGCCCCGCAAG 

1561 + + + + + + 1620 

CAGACACTCGC^GAGTAC^CGTCGGTGTTGTACCTGTCGGGTCAGTTTACGGGGCGTTC 

TCTTTCTCTGAGTGACTCCAGCAATTAGCCAAGGCTCCTGTACCCAGGCAGGACCTCTGC 

1621 + + + + + + 1680 

AGAAAGAGACTCACT GAGGTCGT TAATCGGTTCCGAGGACATGGGTCCGT C CTGGAGACG 

GCTCTGAGCTCCATTCTCCTTCAAGACCTCCCCAACTTCCCAGGTTGAACTACAGCAGAA 

1681 ■ + + + + " + + 1740 

CGAGACTCGAGGTAAGAGGAAGTTCTGGAGGGGTTGAAGGGTCCAACTTGATGTCGTCTT 

GCCTTTAGAAAGGGCAGGAGGCCGGCTCTCGAGGTCCTCACCTGAAGTGAGCATGCCAGC 

1741 . + + + + + + 1800 

CGGAAATCTTTCCCGTCCTCCGGCCGAGAGCTCCAGGAGTGGACTTCACTCGTACGGTCG 

CACTGCAGGAACGCCCCGGGACAGGAATGCCCATTTGTGCAACGAACCCTGACTCCTTCC 

1601 + + + + + + 1860 

GTGACGTCCTTGCGGGGCCCTGTCCTTACGGGTAAACACGTTGCTTGGQACTGAGGAAGG 

TCACCCTGACTTCTCCCCCTCCCTACCCGCGCGCAGGCCAAGTTGCTGAATCAATGGAGC 

1861 + + + + + + 1920 

AGTGGGACTGAAGAGGGGGAGGGATGGGCGCGCGTCCGGTTCAACGACTTAGTTACCTCG 

CCTCCCCJKACCCGGGCGTTCCCCAGCGAGGCTTCCTTCCCATCCTCCTGACCACCGGGGC 

1921 + + + + + + 19B0 

GGAGGGGT TGGGCCCGCAAGGGGTCGC TCCGAAGGAAGGGTAGGAGGACTGGT GGCCCCG 

TTTTCGTGAGCTCGTCTCTGATCTCGCGCAAGAGTGACACACAGGTGTTCAAAGACGCTT 

1981 + + + + + + 2040 

AAAAGCACTCGAGCAGAGACTAGAGCGCGTTCTCACTGTGTGTCCACAA.GTTTCTGCGAA 

CTGGGGAGTGAGGGAAGCGGTTTACGAGTGACTTGGCTGGAGCCTCAGGGGCGGGCACTG 

2041 + + + + + + 2100 

GACCCCTCACTCCCTTCGCCAAATGCTCACTGAACCGACCTCGGAGTCCCCGCCCGTGAC 

GCACGGAACACACCCTGAGGCCAGCCCTGGCTGCCCAGGCGGAGCTGCCTCTTCTCCCGC 

2101 + + + + + + 2160 

CGTGCCTTGTGTGGGACTCCGGTCGGGACCGACGGGTCCGCCTCGACGGAGAAGAGGGCG 

GGACATGTACAGAGCTCGAGAAGTACTAGTGGCCACGTGGGCCGTGCACCTTAAGCTTTA 

2161 + + + + + + 2220 

CCTGTACATGTCTCGAGCTCTTCATGATCACCGGTGCACCCGGCACGTGGAATTCGAAAT 

< 4.p53-BE 

(intron)* 

GGGTCGCTGGAGGGGGACCCCGGTTGGAGAGAGGAGCGGAACTCCTGGACAAiSCCCTGftC 

2221 + + + + + + 2280 

CCO\GCGACCTCCCCCTGGGGCCAACCTCTCTCCi:CGCCTTGAGGACCTGTTCGGC3ACTG 

> 

AAGCCAAGCCAAAGGTCCGCTCCGGCGCGGGTGGGTGAGTGCGCGCCGCCCCGCGGGGGC 

2281 ■ + +— -+ + + + 2340 

TTCGGOTCGGTTTCCAGGCGAGGCCGCGCCCACCCACTCACGCGCGGCGGGGCGCCCCCG 

GGGGAGAGAGCCTGCAGCCTTCAGAACAGATATTGCTCATTTTCTGGCAGTTCTCAGACG 

2341 + + + + + + 2400 

CCCCTCTCTCGGACGTCGGAAGTCTTGTCTATAACGAGTAAAAGACCGTCAAGAGTCTGC 
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TAGGAAATAAGTCAGCACCGAAGCAGTGGTTAAGCCGGAGGGCTCGGAAGAACGGCACCT 

2401 • +- + + + + 2460 

ATCCTTTATTCAGTCGTGGCTTCGTCACCAATTCGGCCTCCCGAGCCTTCTTGCCGTGGA 

TTTCTTTCTCGAAAAAGTTATATGGGGGCTGAATGAGCTTCTGGAGGCTTGTTTACCGTT 

2461 + + + + + 2520 

AAAGAAAGAGC T TTTTCAAT ATACCCCCGACTTACTCGAAGACCTCCGAACAAATGGCAA 

TTTTATTGTCACACAGAAAAGGAAACTGCCTTGTCTCCCTTCCGGGAATTCTCTCTTTAA 

2521 + + + + + + 2580 

AAAATAACAGTGTGTCTTTTCCTTTGACGGAACAGAGGGAAGGCCCTTAAGAGAGAAATT 

GACTGTAAGTCGCTGCCTGAGTGGTTTCATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCT 

2581 + + + + + + 2640 

C TGACATT CAGCGACGGACTGACC2AAGTAA GGGAAGAGAAAGA 

TCTTTTGCCCTTTCTTAGCTTGCACTCCCATGGTGATTTCTGCTTGGTCTCCTGCTGGGG 

2641 + -+ + + + + 2700 

AGAAAACGGGAAAGAATCGA^CGTGAGGGTACCACTAAAGACGAACCAGAGGACGACCCC 

TTGGTGGTACTCGTTCCCACCGCACAGAACCCGGCGCCTATTATTGGCCAAGAAACTTGA 

2701 +— + + + + + 2760 

AACCACCATGAGCAAGGGTGGCGTGTCTTGGGCCGCGGATAATAACCGGTTCTTTGAACT 

GCAGCCTGTTTTGAAAAGTCCCTCGCTCAGAAATGCCAGCTTGCAGATGGCTAATCAAM 

2761 + + — + + + + 2820 

CGTCGGAC^AAACTTTTCAGGGAGCGAGTCTTTACGGTCGAACGTCTACCGATTAGTTTC 



AGACGTG 

2821 — 2827 

TCTGCAC 
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< I.p53-B£ 

(promoter) 



TGAGGAC TCT CAGGAATATGCTGGTAAAATAAAAATAACCT T TAGAGATGCCCAAACTGT 

1 + + + + + + 60 

ACTCCTGAGAGTCCTTATACGACCATTTTATTTTTATTGGAAATCTCXACGGGTTTGACA 

— > 

TTTCCCCAGAACACCAGCATTC^TTAGGTGTT 

61 + + + + + + 120 

AAAGGGGTCTTGTGGTCGTAAGTAATCCACAAGTAAGTTATCTAAGAAGTTTCCTAAGGT 

AAGGCAAAGAAGTTTGGGGAAC^GTATATATAATTACCCAACCCTTTGACATTAGCATAC 

121 • — ■ + + + + + + 180 

TTCCGTTTCTTCAAACCCCTTGTCATATATATTAATGGGTTGGGAAACTGTAATCGTATG 

TAAGGGCCCTGAGAAGTT TTGGAT TAAGAAAGTTTTCAAAT TAAAGTAACCCAGAAT T TT 

181 • 4 + + + + + 240 

ATTCCCGGGACTCTTOW^ACCTAATTCTTTCAAAAGTTTAATTTCATTGGGTCXTAAAA 

CTAAGATTATTTGACCATGAAACATATGTCTCCCCACAAAGCACATATTCCTATCTCCTT 

241 + - + + + + + 300 

GATTCTAATAAACTGGTACTTTGTATACAGAGGGGTGTTTCGTGTATAAGGATAGAGGAA 

GAACTTGAGGATAATTAGACGTACGTGGGTAGAGGGTAGGGGAAGGGGGTATGGCATAGA 

301 * + + + + + + 360 

CTTGAACTCCTATTAATCTGCATGCACCCATCTCCCATCCCCTTCCCCCATACCGTATCT 

AAGAGCAGGACCTTGGGAGCAAGAATATCTAAGTTTAATTCCTGACTCTGCTATTTATTA 

361 + + + + + + 420 

TTCTCGTCCTGGAACCCTCGTTCTTATAGATTCAAATTAAGGACTGAGACGATAAATAAT 

< 2.p53-BE > 

(promoter) 

ACTAACCATCTTTGCCAATGTTGCT!^ 

421 + + + + + + 480 

TGAT T GGTAGAAACGGTTACAACGAATTCGAAAAAACCGAT GTAAAAAAATAAACATT T C 

TAAGTTTAATAATCACTCATCTCACTGGGCTATAATGATAAGTATTAAGTAAGGAAGATC 
4 81 . + + + + + + 540 

AtTCAAATTATTAGTGAGTAGAGTGACCCGATATTACTATTCATAATTCATTCCTTCTAG 

CACATATGTGAGTTGCTGGCTTATAATTCACACTCAAGAGAtACTGATTTTGTCAATTGT 
541 + + + + + ~+ 600 

GTGT ATACACTCAACGAC CGAATAITAAGTGTGAGTTC T CTATGACTAAAACAG T TAACA 

CCTTTCCCCTTTTTTTCTCTCTTCCCTCCTTCCATTCCTTCTTCCCTTACCTCTCCTTTC 

601 + + + + + 660 

GGAAAGGGGAAAAAAAGAGAGZAGGGAGGAAGGTAAGGAAGAAGGGAATGGAGAGGAAAG 

CTTCCCTCACACCCCTTTTCCTTCCTTCTTTTTACATTTTTTTATTTAAATGAACTTTTC 

661 + + + + 4- + 720 

GAAGGGAGTGTGGGGA&AAGGAAGGAAGAAAAAT GTAAAAAAATAAATTTACTTGAAAAG 



ATTTTGGAATAGTTTTAGGA2 T TCAAAAAATTTGCAGAGATAAT ACAGAGAAT GCCCATA 

721 + + + + +• + 780 

TTiAAACCTTATCAAAATCCTAAAGTTTTTTAAACGTCTCTATTA'PGTCTCTTACGGGTAT 



17/26 
Fig. 10 (cont'd I) 



TACCATCCTCCTTATCCCACTTCTTTTTGTGTCTATTAGATGCTCAGAGTGTGTGCACAA 

791 . + + + + + + 840 

AT GGT AGGAGGAAT AGGGTGAAGAAAAACACR.GAT AAT CTAC GAGTCTCACACAC GTGT T 

GGCTGGCACGCCCAGGGTCTTCCTCATGGCACTAACAGTCTACXGAAAGGTGGAACAGAG 

841 . + + + + + + 900 

CCGACCGTGCGGGTCCCAGAAGGAGTACCGTGATTGTCAGATGACTTTCCACCTTGTCTC 

ACAAGCCTAXOIACACCTACAAGACTGGTGGTAAGTGCAGTGACAGATGCAAA^ 

901 + + + + + + 960 

TGTTCGGATAGTTGTGGATGTTCTGACCACCATTCACGTCACTGTCTACGTTTTGTGTCC 

GTGATGGAAAGCCCTCAGGAGGGTAACCTAACCTAGATTTGAGGGCCCAACAGGCTCCAG 

961 + + + + + + 1020 

CACI^ACCTTTCGGGAGTCCTCCCATTGGATTGGATCTAAACTCCCGGGTTGTCCGAGGTC 

AAGAAAATG TCAAC T GAGAGGAAGCC T GAAG GATGAACAGT GGGC TAAGCAAAGGGTTAT 

10 21 + +- + + + + 1060 

TTCTTTTACAGTTGACTCTCCTTCGGACTTCCTACTTGTCACCCGATTCGTTTCCCAATA 

TAATGTGTTATTAATGGGTT GAATCTAATTGGGAAGGGAGAGAGG T TGCAGAG TGAGGTG 

10 81 + +- + + + + H40 

ATTACACAATAATTACCCAACTTAGATTAACCCTTCCCTCTCTCCAACGTCTCACTCCAC 



CAGAGCTTGGTGGACGATGCCAAAGGAATACTGAAACCTTTAGTGTGTCCAGTCTGGAAC 

+ + + + + + 

GTCTCGAACCACCTGCTACGGTTTCCTTATGACTTTGGAAATCACACAGGTCAGACCTTG 

TGCATCCAAATTCAGGTTCAGTAATGATGT 

+ + + + + + 

ACGTAGGTTTAAGTCCAAGTCATTACTACAGTAATAGGTTTGTATGGAAGACATTTTAAG 



< 3.p53-BE > 

(promoter) 

ATGCTAAACTACCTAAGAGCTATCTAC C GT TC CAAAGCAATAGT GAC T T TGAACAGT G T T 

126 1 - + + «► +- + + 1320 

T ACGATTTGATGGAT TCTCGATAGATGGCAAGG T T T C GTTAT CAC T GAAA.C T T G T CACAA 

CACCAGAGCACGAAAGAAT TACAAGAT TT TT T TT TAAAGAAAATT GGCCAGGAAAT AAT G 

1321 + + + + + + 1380 

GTGGTCTCGTGCTTTCTTAATGTTCTAAAAAAAAATTTCTTTTAACCGGTCCTTTATTAC 

AGTAACGAAGGACAGGAAGTAATTGTGAATGTTTAATATAGCTGGGGCTATGCGATTTGG 

1381 + + + + + + 1440 

TCATTGCTTCCTGTCCTTCATTAACACTTACAAATTATATCGACCCCGATACGCTAAACC 

CTTAAGTTGTTAGCTTTGTTTTCCTCTTGAGAAATAAAAACTAAGGGGCCCTCCCTTTTC 

1441 + + + + + + 1500 

GAAtTCAACAATCGAAACAAAAGGAGAACTCTTTATTTTTGATTCCCCGGGAGGGAAAAG 

AGAGCCTTATGGCGCAACATCTGTACTTTTTCATATGGTTAACTGTCCATTCCAGAAACG 

1501 + + + + + + 1560 

TCTCGGAATACCGCGTTGTAGACATGAAAAAGTATACCAATTGACAGGTAAGGTCTTTGC 

TCTGTGAGCCTCTCATGTTGCAGCCAC^CATGGAC^^^ 

1561 + „ + + + + + 1620 

AGACACTCGGAGAGTACAACGTCGGTGTTGTACCTGTCGGGTCAGTTTACGGGGCGTTCA 

CTTTCTCTGAGTGACTCCAGCAATTAGCCAAGGCTCCTGTACCCAGGCAGGACCTCTGCG 

1621 + + + + + 16B0 

GAAAGAGACTCACTGAGGTCGT TAATCGGT T CCGAGGACATGGGTC CGT CCTGGAGACGC 

CTCTGAGCTCCATTCTCCTTCAA6ACCTCCCCAACTTCCCAGGTTGAACTACAGCAGAAG 

1€8 l + + + + + + 

GAGACTCGAGGTAAGAGGAAGTTCTGGAGGGGTTGAAGGGTCCAACTTGATGTCGTCTTC 
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Fig. 10 (cont'd li) 



CCTTTAGAAAGGGCAGGAGGCCGGCTCTCGAGGTCCTCACCTGAAGTGAGCATGCCAGCC 

1741 - v + + + + + 1800 

GGA7VATCTTTCCCGTCCTCCGGCCGAGAGCTCCAGGAGTGGACTTCACTCGTACGGTCGG 

ACTGCAGGAACGCCCCGGGACAGGAATGCCCATTTGTGCAACGAACCCTGACTCCTTCCT 

1801 + + + — + + + 1860 

TGACGTCCTTGCGGGGCCCTGTCCTTACGGGTAAACACGTTGCTTGGGACTGAGGAAGGA 

CACCCTGACTTCTCCCCCTCCCTACCCGCGCGCAGGCCAAGTTGCTGAATCAATGGAGCC 

1861 + + + + + ~"-+ 1920 

GTGGGACTGAAGAGGGGGAGGGATGGGCGCGCGTCCGGTTCAACGAGTTAGTTACCTCGG 

CTCCCCAACCCGGGCGTTCCCCAGCGAGGCTTCCTTCCCATCCTCCTGACCACCGGGGCT 

1921 + + + + + + 19S0 

GAGGGGTTGGGCCCGCAAGGGGTCGCTCCGAAGGAAGGGTAGGAGGACTGGTGGCCCCGA 

TTTCGTGAGCTCGTCTCTGATCTCGCGCAAGAGTGACACACAGGTGTTCAAAGACGCTTC 

1981 * + + ♦ + + + 2040 

AAAGCACTCGAGCAGAGACTAGAGCGCGTTCTCACTGTGTGTCCACAAGTTTCTGCGAAG 

TGGGGAGTGAGGGAAGCGGTTTACGAGTGACTTGGCTGGAGCCTCAGGGGCGGGCACTGG 

2041 ■ + * + + + + + 2100 

ACCCCTCACTCCCTTCGCCAAATGCTCACTGAACCGACCTCGGAGTCCCCGCCCGTGACC 

CACGGAACACACCCTGAGGCCAGCCCTGGCTGCCCAGGCGGAGCTGCCTCTTCTCCCGCG 

2101 ■ + + + + + + 2160 

GTGCCTTGTGTGGGACTCCGGTCGGGACCGACGGGTCCGCCTCGACGGAGAAGAGGGCGC 

GGTTGGTGGACCCGCTCAGTACGGAGTTGGGGAAGCTCTTTCACTTCGGAGGATTGCTCA 

2161 + + + + + + 2220 

CCAACCACCTGGGCGAGTCATGCCTCAACCCCTTCGAGAAAGTGAAGCCTCCTAACGAGT 

ACAACCATGCTGGGCATCTGGACCCTCCTACCTCTGGTGATCCCTCTCCTGCCCGGGTGG 

2221 + + + +- + + 2280 

TGTTGGTACGACCCGTAGACCTGGGAGGATGGAGACCACTAGGGAGAGGACGGGCCCACC 

AGGCTTACCCCGTCTTAGTCCCGGGGATAGGCAAAGTGGGGCGGGCGCGGGACGCGTGCG 

2281 + + + + + + 2340 

TCCGAATGGGGCAGAATCAGGGCCCCTATCCGTTTCACCCCGCCCGCGCCCTGCGCACGC 

GGATTGCGGCGGCAGCGGCGCACGCGGGCACCTGGGAGCGGCGGGCTGCTGCGGGAGGCG 

2341 + + + + — + - + 2400 

CCTAACGCCGCCGTCGCCGCGTGCGCCCGTGGACCCTCGCCGCCCGACGACGCCCTCCGC 

TTGGAGACTGGCTCCCGGGGGCTGTTAGGACCTTCCCTCAGGCCCGGGTGCTCAGAACGA 

2401 r +- + + + + + 2460 

AACCTCTGACCGAGGGCCCCCGACAATCCTGGAAGGGAGTCCGGGCCCACGAGTCTTGCT 

TGGAGGACTTGCTTTTCTTGGGCCTTGATGCGAAGTGCTGATCCCGCTGGGCAGGCGGGG 

2461 + + + + + 2520 

ACCTCCTGAACGAAAAGAACCCGGAACTACGCTTCACGACTAGGGCGACCCGTCCGCCCC 

CAGCTCCGGCGCTCCTCGGAGACCACTGCGCTCCACGTTGAGGTGGGCGTGGGGGGCGGA 

2521 + + + + + + 2580 

GTCGAGGCCGCGAGGAGCCTCTGGTGACGCGAGGTGCAACTCCACCCGCACCCCCCGCCT 

CAGGAATTGAAGCGGAAGTCTGGGAAGCTTTAGGGTCGCTGGAGGGGGACCCCGGTTGGA 

2581 — + + + + +- + 2640 

GTCCTTAACTTCGCCTTCAGACCCTTCGAAATCCCAGCGACCTCCCCCTGGGGCCAACCT 

< T 4.p53-BE > 

' (intron) 

GAGAGGAGCGGAACTCCTGGACAAGCCXT^ 

2641 > + + + + + + 2700 

CTCTCCTCGCCTTGAGGACCTGTTCGGGACTGTTCGGTTCGGTTTCCAGGCGAGGCCGCG 
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Fig. 10 (cont'd III) 



GGGTGGGTGAGTGCGCGCCGCCCCGCGGGGGCGGGGAGAGAGCCTACAGCCTTCAGAACA 
2701 + + + + + + 2760 

CCCACCCACTCACGCGCGGCGGGGCGCCCCCGCCCCTCXCTCGGATGTCGGAAGTCTTGT 

CATATTGCTCJ^TTTTCTGGCAGTTCTCAGACGTAGGAAATAAGTCAGCACCGAAGCAGTG 
2761 + + + + + + 2620 

GTATAACGAGTAAAAGACCGTCAAGAGTCTGCATCCT TTAT T CAGTCGT GGCTTCGTCAC 

GTTAAGCCGGAGGGCTCGGAAGAACGGCACCTTTTCTTTCTCGAAAAAGTTATATGGGGG 
2821 + + + + + + 2880 

CAATTCGGCCTCCCGAGCCTTCTTGCCGTGGAAAAGAAAGAGCTTTTTCAATATACCCCC 

CTGAATGAGCTTCTGGAGGCTTGTTTACCGTTTTTTAXTGTCACACAGAAAAGGAAACTG 

2881 + + +-= + + + 2940 

GACTTACTCGAAGACCTCCGAACAAATGGCAAAAAATAACAGTGTGTCTTTTCCTTTGAC 

CCTTGTCTCCCTTCCGGGAATTCTCTCTTTAAGACTGTAAGTCGCTGCCTGAGTGGTTTC 

2941 + + + + + + 3000 

GGAACAGAGGGAAGGCCCT TAAGAGAGAAATTC T GACAT T CAGC GACGGAC TCAC CAAAG 

ATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCTTCTTTTGCCCTTTCTTAGCTTGCACTCC 

3001 + + + + + + 3060 

TAAAACAAAACAAAAAGACGGGAAGAGAAAGAAGAAAACGGGAAAGAATCGAACGTGAGG 

CATGGTGATTTCTGCTTGGTCTCCTGCTGGGGTTGGTGGTACTCGTTCCCACCGCACAGA 

3061 • + + 4 + + + 3120 

GTAC CACTAAAGAC GAAC CAGAGGAC GACCC CAAC CACCAT GAGCAAGG GT GGC GT G T C T 

ACCCGGCGCCTATTATTGGeCAAGAAACTTGAGCAGCCTGTTTTGAAAAGTCCCTCGCTC 

3121 + + + + + + 3180 

TGGGCCGCGGATAATAACCGGTTCTTTGAACTCGTCGGACAAAACTTTTCAGGGAGCGAG 

AGA&AT GCCAGC T T GCAGATGGC TAAT CAAAG 

3181 + + + — 3212 

TCTTTACGGTCGAACGTC TACCGATTAGTTTC 
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Fig 11 

variations in the p53 binding region of figure 8 



1. plMOIMI 



pll40 GGACAAGCCCTGACAAGCCA 

pi 140 IMI GGAAAAGC CCTGACAAGCCA 

t 

positions of the mutations (boldface and arrow): 2270 (C-*A) 



2. plMOIMH 



~' pll40 GGACAAGCCCTGACAAGCCA. 

i pll40 IMI I GGAAAAGCCCTGAAAAGCCA 
= t t 



positkjijs of the mutations (boldface and arrow): 2270 (C-»A) 

2280 (C-+A) 



3. pii40lMnr 



p 1 1 4 0 GGACAAGCCCTGACAAGCCA 

pll40 IMI I I GGAAAATCCCTGAAAATCCA 

t T t t 



>ositions of the mutations (boldface and arrow): 2270 (C-»A) 

2273 (G-»T) 

2280 (C-»A) 

2283 (G-VT) 



4. pll40lMIV 



21/26 



P 1140 GGACAAGCCCTGACAAGCCA 
pi 140 IMIV GCACAAGCCCTCACAAGCCA 

t t 

positions of the mutations (boldface and arrow): 2268 (G-»T) 

2278 (C-»A) 
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Fig. 12 

variations in the p53 binding regions of figure 9 



i. piuiiMin 



P 1141 GGACAAGCCCTGACAAGCCA 

pll41 IMIII GGAJVAATCCCTGAAAATCCA 

t t ' t t 



positions of the mutations (boldface and arrow): 2270 

2273 

q 2280 
1 2283 



;j2-pll41 lp53 

Ppll41 AGAGATGCCCAAACTGTTTT 
iypll41 lp53 AGAGATTCCCAAAATGTTTT 

a t t 

Dositions of the mutations (boldface and arrow): 50 

57 



3. pi 141 2p53 

pi 141 AATGTTGCTTAAGCTTTTTT 

pll41 2p53 AATGTTTCTTAAGATTTTTT 

t t 

positions of the mutations (boldface and arrow): 443 

450 
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4. pll41 3p53 

pll41 AAACTACCTAAGAGCTATCT 

pll41 3p53 ACAATACCTAAGAGCTATCT 

t t 

positions of the mutations (boldface and arrow): 1268 (A-»C) 

1270 (C-»A) 



5. pll41 ABgl 



< I.p53-BB > 

pll41 AAT AACCT TTAGAGATGCCCAAACTGTTTTC C C CAGAACA 
p!141ABgl AATAACCTTTA GATCTC C C CAGAACA 



6.pll41 ASpe 



< 2.p53-BE > 

pll41 CATCTTTGCCAATGTTGCPTMjSCTTTTTTGGCTACATTT 
pll41ABgl CATCTTTGCCA CTAGTGGCTACATTT 



7. P 1141 AM ph 



pll41 
plUlABgl 



< 3.p53-BB > 

AATTCATGCTAAACTACCTA3U3AGCTATCTACCGTTCCAA 
AATTCATGCTATGCA TACCGTTCCAA 
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Fig. 13 

variations in the p53 binding region of figure 10 



1. pll42 TAG 

mutation of the positions: 2227 (A-»T) 

2228 (T-»A) 



2. pll42 



Mill 



pll42 

pll42 IMIII 



GGACAAGCCCTGACAAGCCA 

GGAAAATCCCTGAAAATCCA 
ft ft 



positions of the mutations (boldface and arrow): 2662 (C-»A) 

U 2665 (G-VT) 

;P - 2672 (C-»A) 

fU 2675 (G->T) 



3. . pi 14 2 ABgl 



< I.p53-BE > 

pi 142 AATAAC CTTT AGAGATGCCCAA31CTGTTTTC CC CAGAACA 

pll42ABgl AATAACCTTTA — GATCTCCCCAGAACA 



4. pll42 ASpe 



pll42 

pi 142 ABgl 



<- 2.p53-BE > 

CAT CTTTGCCAATGTTGCTTAAGCTTTTrTGGCTACATT T 

CATCTTTGCCA CTAGTGGC TACATT T 



5, pll42 AMph 
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< 3.p53-B8 > 

pll42 AAT T CAT GCT AAACTACXITAAGAGCTATCTACCGT T C CAA 

pll42ABgl AATTCATGCTATGCA TACCGTTCCAA 
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promoter exon 1 intron 1 




l. P 53-BE 2.p53-BE 3.p53-BE f.p53-: 



Fig. 14 



